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The following lis iuj of the claims replaces the claims as filed in the subject appli' ion: 



1 ISTING QT THK CLAliVrS 



1. (Original) A inihod for increasing ihc solubility of an ionizabic compound In lipophilic 
medium, wherein ioni^aJo Jof Ihc compound results in a biologically active cationic spec ; in 




association with an anion 



3. (Original) 



; lounterion. the metliod comprising admixing Uie ionizabic coi ouiid with an 



effective solubility cnbancing amount of an N.N-dinitraraidc salt. 

2. (Original) '11 c iiethod of claim 1 , wherein the ioniiiable compound is a salt c 
biologically active catioriic|pccies and an anionic counterion. 



prised of the 



ml 



Inclhod of claim 2, wherein ihc biologically cationic species is rtitrogcii- 



containing cation coiUainm| at least one positively charged nitiogen atom. 



4. (Original) T 
result in rcphcemcnt of 



rcniethotl ordaim 3, wherein the admixing is carried out under 
till anionic counlcrion wilhN,N-dinilramide anion. 



5. (Original) T 
Torni prior lo admixlure wi- 
ioni7X5s to form a biolog 



method of claim 1, wherein ihc ionizable compound is in elec 
:h the N,N-dinitramide salt, but upon admixture with ihc N,N' 
ly active cationic species iouicaliy associated with N,N-diniti 



6. (Original) 'Bio- 
aqueous medium at P^^)^'^ 
hydroxide counterions.| 



method of claim I, wherein the ionizabic compound becomes 
ogical pH to give a biologically active cationic species in asS' 



. 7. (Original) 
compound conlaining t 
an aqueous medium <it 



' lid method of claim 6, wherein the ionizable compound is a nitre 



lleast one nitrogen atom that becomes prolonatcd and thus positi 

f I 

physiological pH. 



iiditions that 



nically neutral 
iiitramide sail 
lide anion. 

otonated in sn 
ation with 



n-containmg 
ly charged in 



8. (Original) |1 
ioni;'able precursor mcmi 
rcsLilLs in the biologica jy 

it 
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f cd so as to contain an ionizabic site, wherein ionization of Uie -nizablc site 
active caiionic species. 
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9. (Original) The method of cla.i 1 1. wherein Uie N,N-dinitramidc salt has ihe foriTiula 
M*«[N(N02)2-], wherein M is selected su ;,at it is displaced by the biologically active calioiric species 
upon admixture of the N,N-dinitramidc .-^a t with the ioni^able compound, and x is the cationic charge of 
M. 

10. (Original) The method of dfim I, wherein the N.N-dinitramidc salt hiisUicfomiula 
M'"LN(Npj)2']x wherein M is a cation s-1 xtcd from the group consisting ofa metal ion and a nilrogen- 
containing ion, and x is the cationio cha:), ; of M. 




1 1 . (Original) The method of < l^ im 10, wherein M is a mono, di. or trivalenl metal cation. 

12. (Original) The method of d .im 11, wherein M is selected from Ute group consisting of Li, 
Na. K, Rb, Cs. Ca, Ba. Sr, Mg. Cu, Ag, Au. Zn, Cd, Hg, Al, Sc. Y, Ga. In. lanthanide elements (57-71), 
Ti, Zr, Hf. Ge, Sn. V, Nb, Ta. Cr. Mo. W Mn, Tc. Re. Fe, Co. Ni, Ru, Rh, Pd, Os, Ir. and Pt. 

13. (Original) The method of cl \m 12, wherein M is a metal cation selected from (he group 
conisisting of Li, Na, K, Be, and Mg. 

14. (Original) The method of :hiim 10, wherein M is a nitrogen-containing cation. 

15. (Original) The method of c iiim 14. wherein the nitrogcn-conlaining cation is an inorganic 
nilrogen-conlaining cation. 

1 6. (Original) The method of c aim 1 5. wherein the inorganic nitrogen-containing cation is 
selected from the group consisting of an moilium, hydrazinium, nilronium and nitrosonium. 

17. (Original) The method of claim 16, wherein the inorganic nitrogen-containing cation is 



ammonium. 



18. (Original) The method of c laim 14, wherein the nitrogen-containing cation is aji organic 
nitrogen-containing cation. 
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19. (Original) The meihod of claim 1 8, wl|e.|ein the organic nitrogen-coinaining calion is a 
cationic derivative of an organic compound having orjc or more tetravalcnt nilrogen aloim. 



20. (Original) The method of claim 19, wherein the organic nitrogen-containing cation contains 
1 to 8 carbon atonis. f . 

: I 

21 . (Original) The method of claim 20. wherein the nitrogen-containing calion contains I or 2 
ciirbon ntoin.<i. 




22. (Original) The method of claim 20. ^v■^C l■ein M has the formula Rk1I.„N„*', wherein 
n is an integer in the range of 1 to 8; |^ | 
k is an integer in the range of 1 to 2 + n; Ij 
q is an integer in the range of 1 to n; .] 
m is equal to n + 2 -l- q - k; and \. 

each R is Independent selected from-lhc^Kipconsistmg of C,-Cs2.1>y4t8eatl?ylni^^^^^ 

23. (Original) The mctlwd of claim 22, wherein each R is independently selected from the group 

i f 

consisting of linear and branched lower alkyl groups. 



24. (Original) The method of claim 23, jlferein M is selected from the group consisting of 
CHjNH; , (CH,).NIli\ (ClI,)jNH*, (CI h)A^\ Cij i1nH3*, (CiH3)2NH2\ (CzHi)^ NH\ (C,Ils)4 N*. 
(C.IU)(CH,)NIir. (C,TI,)(CH3),N1I', (CjHjHCHjlk, (C3H7)4N*, (C,n^)X> CH,WU\ (CH3).N,U3\ 
(Cli3)iNjH2', (CH3)4N2ir, and(GH3)5N2*. 

25. (Currctitly Amended) The method of claim 18, wherein the organic nitrogen-containing 
calion is seleclcd from the group consisting of-giiiiiMdtumgumiidinium, biguanidinium, guanylurca, 
ethylcncdiaminium, pipcrassinediium, monoaminoguanidinium, diaminoguanidinium, 
triaminogoanidinium, tetrazolium, aminolctrazoli|im, amino-ammonium-furtoan, polyvinylammonium, 
and dicyandiamidium. 



26. (Original) The method of claim 1, 
active agent, and the biologically active cationic 



wherein the ionizable compound is a plmrmacologically 
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27. (Original) The method of cl^im 26, wherein the pha . acolOfiically active agent i. selected 
rc m the group consisting of: sympathomimetic amines; ncuroprc i :.ive agents; neuroaclive amino acids; 
c iroacUve peptides; neurotransmitters; muscarinic receptor ago.i ts and antagonists; anticholinesterases; 

.romuseular blocking agents; ganglionic stimulating drugs; ag ■ s to treat neurodegenerative disorders; 
:..n-.i-cpilcplic agents; CNS and respiratory stimulants; anesthetic : ^nis; analgesic agenU; anliemctic 
:nis; antihypertensive agents; cerebral vasodilators; hypnotic ^ s nts and se<latives; anxiolytics and 
I aquili/xre; neuroleptic agents; antl-microbial iigcnts; alpha ad. c crgic receptor antagonists; and 
\\ petite suppressants. 

28, (Original) The method of claim 27, wherein the ph; , lacologically active agent is a 
,v mpathomimctic amine or a pharmaccutically acceptable acid s.l ition salt thereof. 

29. (Currently Amended) The method ofclaim 28, wh. i ,n the sympalhomiraciic amine is 
5<.lccted from the group consisting of albuterol, amphetamine, h-r phetaminc, coUcrol, dielhylpropion. 

t.paniinc. dobutamiric, ephedri.re. epinephrine, cthy!r.orcpi:i=FW«v;, fenflgrannne.-fef^xinj, 
fi noldopam. hydroxyamphelamine, ibopamine. isoetharinc, isoi r icrenol, mephentcrmine, 

0 ctaproiercnol, metaraminol, methoxamine, midodrine. norepir hrine. phcndimelrazine, phcnmetrazine. 
piicntonnine. phenylephrine, phenylethylaminc. phenylpropano a line, prenalterol. propylhexedrine. 

r lodrine, terbulaline. lefbtttaUne s««aterlyraniine, pharmaccuti c ly acceptable acid addition .salts 
t crcof, and combinations of any of the foregoing, 

30. (Original) The method of claim 27, wherein the pi a macologiCftUy active agent is a 

1 europrolcctlve agent. 

3 1 . (Original) The method of claim 30, wherein the n- 1 oprotectivc agent is a neurotrophic 

'ictor. 

32. (Original) The method of claim 27, wherein the p u macologically active agent is a 
^curoactivc amino acid. 

33. (Original) Tlic method of claim 27. wherein the p\- macologically active agent is a 
icuroaclivc peptide. 
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34, {C ivdnal) The method of claim 27, wherein the pharmacologically 
muscarinic rec- p:or agonist, 

35. (C; ri-inal) The method ofclaim 27, wherein the phannacologicalb 
muscarinic rec :ptor agonist. 

36. (C ri^inal) The method ofclaim 27, wherein the phamiacologicall:' 
anlicholineslci ise. 

37. ((original) The method ofclaim 27, wherein the pharmacological) 
ncui'omuscub blocking agent. 

38, (( Jnginal) TIic method ofclaim 27. wherein the pharmacologicall ) 
ganglionic blc ::king drug. 

39, (t )Tiginal) The method ofclaim 27, wherein the pharmacological I j 
10 treat a nciu :K:(cgcncrative disoulcr- 
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live agent is a 



live agent is a 



stive agent is an 



fe live agent is a 



btive agent is a 



:tive agent is an agent 



40/ ( Joffcntly Amended) The method ofclaim 39, wherein the ncurcAJencrative disorder is 
Alzlieimer's disease and the phannacologically active agent is selected from tl J|oup consisting of 
donej^jki cpcziU physostigmine, tacrine, pharmaeeutically acceptable acid glilion salts thereof, and 
combinations of any of ihc foregoing. 

41 . ( O.iginal) Tlie method ofclaim 39, wherein the neurodcgcnerati-laisorder is Huntington's 
disease and tV.o pharmacologically active agent is selected from the group con Mng of nuoxctine, 
carbamazcpii e.. and phamiaceutically acceptable acid addition salts and combigions lliercof. 

mm 

42. ( Ciirrenlly Amended) The method ofclaim 39, wherein the neurillgcncraiive disorder is 
Parkinson's c is-^a-sc and the pharmacologically active isgont is selected from tl (Hroup consisting of 
amantadine, iporaoiphinc, bromocriptine, Levodopa, pergolidc, ropinirolc, sel^inc-^rie^typhenidyl 
trihcxvph eni ivL atropine, scopolamine, glycopyrrolalc, phamiacculically acc :^ble acid addition salts 
thereof, and :oinbinalions of any oflhc foregoing. 



CD 

m 

I 
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43. (Original) The n elhoil of claim 39, wherein the neurodegenerative disorder is an yoirophic 
lateral sclerosis (AUS) and tlv phannacologically active agent is selected from the group cons sling of 
baclofen, diazepam, tizanidin j, dantrolene, pharmaccutically acceptable acid addition salts th< .cof. and 
combinations of any of the foregoing. 

44. (Original) The Method ofclaim 27, wherein the phanmcologically active agent ^ananti- 
cpileplic agent. 

45. (Original) The i .ielliodofclaim 27, wherein the pharmacologiciiUy active agent saCNSor 
respiratory stimulant. 

40. (Original) The Kiethod of claim 27, wherein the pharmacologically active agent s an 
analgesic agent. 

- - ■ 47. (Cunonlly'Am:-dMd) The n;cthcd otclaim 46.v'.v!'.erein '.he analgesic agent is s^Oiiffted from, 
the group consisting or alfenumil, buprenorphine, butorphanol. codeine, drocodc, fentanyl. h drocodonc, 
hydromorphonc. Icvorphanol, meperidine, methadone, morphine, nalbuphine, oxycodone, o> ymorphone, 
pentazocine, propoxyphene, sufentanil, tramadol, apazone, etodolae,-difeBpiFiMwdeJlicIS£nl>^ camidc, 
indefflel4iaeiiwjndmn£lhaci!l, mcclofenamatc, mefenamie acid, oxaprozin, phenylbutazone, ; iroxlcam, 
lolmetin, pharmacculically i cccplable acid addition salts thereof, and combinations of any o the 
foregoing. 

48. (Original) The method of claim 27, wherein the pharmacologically active agen is a cerebral 
va,sodilator. 

49. (Original) The method of claim 27. wherein the pharmacologically active agen is a 
neuroleptic agent. 

50. (Original) The method of claim 49, wherein the neuroleptic agent is an antidcp cssant drug 
selected from the group cor sisting of tricyclic antidepressants, serotonin reuptake inhibitors and atypical 
antidepressants. 
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51 . (Original) The method of clairr I , wherein the biologically aclivc cationic species is a mcuil 
cation, and the ionizabic compound is a inctM-based drug, an imaging agent, a diagnostic agent, or a 
mineral supplement. 

52. (Original) Tlie method of claim 5 1 , wherein the ioni/abic compound is an agriculturally 
active chemical compound. 

53. (Original) The method of clair.i 52. wherein the agriculturally active chemical compound is a 
pesticide. 

54. (Original) The method of claim 53, wherein the pesticide is selected from the group 
consisting of acaricides, avicides. bactcriocidcs, fungicides, insecticides, larvicidcs, miticidcs, 
molluscicidcs. nematocide.«!, ovicides, predicides. pupicides, and rodenticides. 

• 'Is, (Original) the inethod of cla^-Ti , wHereiii ine effective solubi'iiVyeiihanc;ng'ar.-.oi;r.t of an.*;, 
N.N-dinitramidc salt is selected to provide a molar ratio of the N.N-dinilramide salt to the ionizable 
compound in the range of about 0.5z:l to about 5z:l wherein 2 is the charge of the biologically aclivc 
cationic species. 

56. (Original) The method of claim 55, wherein the molar ratio of the N,N-dinitramide salt to 
the ioni7able compound is in the range of about lx:l to about 2z:l. 

57. (Original) The method of claim 56, wherein the molar ratio of the N.N'dimtramidc salt to 
the ioni/able compound is in the range of about l2:l to about l.5z:l. 

58. (Original) A salt of N,N-dinitramide anion and a biologically active cation, 

59. (Original) Tlie salt ofclaim 58, wlierein the biologically active cation is selected from the 
group consisting of pharmacologically active cations, positively charged imaging agents, positively 
charged diagnostic agents, and cationic pesticides. 

60. (Original) The salt ofclaim 59, wherein the biologically active cation is a pharmacoloBically 
active cation. 
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61. (Original) The salt of claim 59, wherein the pi .i macologically active cation is scleclcd from 
llie group consisting of protonated pharmacologically activ >genls, phannacologically active quaternary 
ammonium cations, and metal cations. 

62. (Original) A pharmaceutical formulation com -i ising a salt of N,N-dinitramide anion and a 
pharmacologically active cation in a pharmaceutical ly acct p able carrier. 

63. (Currently amended) The formulation of claii i- ?3^62. wherein ihc pharmacologically flctivc 
cation is selected from the group coiisisting of protonatcd 1 1 armacologically active agents, 
pharmacologically active quaternary ammonium cations, ail metal cations. 

64. (Currently amended) The fonnulation of claiiii 63. wherein the pharmacologieally active 
cation is present in the pharmaceutical formulation in a the r. pculically effective amount that is sufficient 

n lo amjddeiulcsirMj2hsr^^ c AWLSj^tcmoL^ 

r^w hom the fo r miil»lion1s*admini.stcre d. - . - - v • 

65. (Original) The formulation of claim 64, wheie n the therapeutically effective amount is a 
unit dosage. 

66. (Original) The formulation of claim 64, in th.^ form of a tablet. 

67. (Original) The formulation of claim 63, whe em the phamiaceulical carrier is a lipophilic 
liquid, and the formulation is in liquid form. 

68. (Original) 'llic formulation of claim 67, whe e in the lipophilic liquid is suitable for oral 
administnilion. 

69. (Original) The formulation of claim 67, whea in the lipophilic liquid is suitable for 
parenteral administration. 

70. (Currently amended) A pharmaceutical forn i lation comprising (a) fr4b«apeuti€ally 
^ffe^tiv^Hount^an ioni^ablc compound that upon ior ; ation gives a phaiiTiacoIogically active cation, 
(b) an effective solubility enhancing amount of an N.N-d.i :tramidc salt, and ic),a pharmjiccutieally 
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nccci- M., ..^.r-'- th" ^""i^-^ble compound ismrUJliaiLai ■ ^iMthakw hen (he compou ndia 

ioniz rr-i.lr i" " .^---r-''-" Y -"'^^^'v'^ '^"^"""t pharniaco . ic ally i^clivc. cation to provide a 
desk r!i::i:n2-l» C'^"^ '■-^^■^^^ ^^c ce ntral nervouss^^tsnLi^ajiiai ■ >aliMi» divid..n1 to wboni lh«? 
fomv J tion i.s administered . 

71. (Original) The formalationofclaim 70. wherein the pha i lacologically active cation is 
selec d fioiii the group consisting of protonaicd pharmacologically . . ve agents, pharmacologically 
aciiv quaternary ammonium cations, and metal cations. 

72. (Canceled) 

73. (Currently amended) The formulation of clalm^S 70, v i :reio the therapeutically effective 
amc it is a unit dosage. 

j^.. - W.U 74 ^Cui'remlysMiendcd>*'Tlisfcn^ulalionorclair.- ..^ 

75. (Original) The formulation of claim 70, wherein the pb cnaccutical carrier is a lipophilic 
liqii . and the formulation is in liquid form. 

76. . (Original) The formulation of claim 75, wherein the lip J -hiUc liquid is suitable for oral 
adn iislration. - 

77. (Original) The formulation of claim 75, wherein the lii: o ihilic liquid is suitable for 
par ilcral administration. 

78. (Original) A biologically active agent dcliveiy system ■ mprisedof: 

(a) an N,N-dinitramidc salt having the formula M^^LNO^Oa > ]x wherein M is a cation selected 
fro the group consisting of a metal ion and a nitrogen-containing and x is the calionic charge of M; 

an< 

(b) an ionizablc compound, wherein ionization of the comp ) tnd results in a phannacologically 
aci e cation. 
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79. (Origiri.) Theclcliverysystemofclaim78.whcrcinVhcN,N-dinitrami sallandthc 
ionizablc compouivl i.re physically segregated. 

80. (Origit^ai) The delivery system of claim 78. wherein the N.N-dinilrami salt and the 
ionizflblo compoun .1 >re contained within a single connposilion. 

81 . (Cunci.dy amended) A method of transmitting a pharmacologically ac /e agent across the 
blood-brain barrier ir. a mammalian individual to achieve a des.iiedj>hannacologica ffecl in tlae central 

nervous system, cc n iprising: 

adminisicrm>j a therapeutically cfTective amount of the active agent .toElo: lelhcdesired 
phm-macolQgicaLe f.^and an effeclive solubility enhancing amount ofan N.N-din amide salt to the 
individual in a manner that allows the active agent to enter the bloodstream, where, the active agent is an 
ionizablc compound that tipon ionization resulls in a phamiacologically active cali- 
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